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Certain documents cited 

Certain defects in the international application 

Certain observations 
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Box No. I Basis of this opinion 

1. With regard to the language, this opinion has been established on the basis of: 
[X] the international application in the language in which it was filed 

a translation of the international application into , which is the language of a translation furnished for the purposes of 

international search (Rules 12.3(a) and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

[X] a sequence listing 

I I table(s) related to the sequence listing 

b. format of material 

on paper 
1X1 in electronic form 

c. time of filing/furnishing 

1X1 contained in the international application as filed. 

1X1 filed together with the international application in electronic form. 

□ 

furnished subsequently to this Authority for the purposes of search. 

3. £3 In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 

or furnished, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

4. Additional comments: 
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International application No. 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY PCT/US04/20751 

Box No. IV Lack of unity of invention 



1 . [XJ In response to the invitation (Form PCT/ISA/206) to pay additional fees the applicant has, within the applicable time limit: 

I [ paid additional fees 

paid additional fees under protest and, where applicable, the protest fee 

□ 

paid additional fees under protest but the applicable protest fee was not paid 
[X] not paid additional fees 

2. lZ] This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant to 

pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 is 
1 1 complied with 

IXI not complied with for the following reasons: 

See the lack of unity section of the International Search Report(Form PCT/ISA/21 0) 



4. Consequently, this opinion has been established in respect of the following parts of the international application: 
I 1 all parts. 

[X] the parts relating to claims Nos. 1-27 



Form PCT/ISA/237 (Box No. IV) (April 2005) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US04/20751 



Box No. V Reasoned statement under Rule 43 fe.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) Claims NONE YES 

Claims 1-27 NO 

Inventive step (IS) Claims NONE YES 

Claims 1^27 NO 

Industrial applicability (IA) Claims 1^27 YES 

Claims NONE NO 



2. Citations and explanations: 
Please See Continuation Sheet 
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V. 2. Citations and Explanations: 

Claim Interpretation 

The term 'in an absence of SEQ ID NO:4' is being given the broadest reasonable interpretation in light of the specification. The 
term is not explicitly defined in the spec. Instead, SEQ ID NO:4 is referred to as NeRP and as "SEQ ID NO:4 sets forth a NeRP 1 , a 336 
nucleotide region of a VEGF 5'UTR" (p. 8 of specification) and it is noted that searching the sequence against nucleotide databases does 
not necessarily provide art where the sequence is deleted. However, the nucleotide boundaries of SEQ ID NO:4 are not established 
relative to the context of the overall full-length VEGF 5' UTR. Therefore, without clear nucleotide boundaries of the region comprising 
SEQ ID NO:4, the term is being interpreted as reading on art where the 5' UTR is deleted partially, either at the 5' end of the UTR the 3' 
end of the UTR or from the middle. 

The term "UTR having a NeRPl (SEQ ID NO: 4)' is also being given the broadest reasonable interpretation in light of the 
specification. As noted above, the limitations of SEQ ID NO:4 are not clearly defined. The term is being interpreted as the opposite of 
'in the absence of SEQ ID NO:4' and is interpreted as reading on art where a full length VEGF 5' UTR is present in the nucleotide 
construct. 

The limitations of SEQ ID NO:3 are also not explicitly defined in the spec. Instead, SEQ ID NO:3 is referred to as PTCRE1 
and as "SEQ ID NO:3 sets forth a FTCRE1, a 702 nucleotide region of VEGF 5'UTR" (p. 8 of specification) and like SEQ ID NO:4 the 
nucleotide boundaries of SEQ ID NO:3 are not established relative to the full-length 5' UTR and searching the sequence against 
nucleotide databases does not necessarily provide art where the sequence is deleted. Therefore, the term 'wherein the PTCRE is not SEQ 
ID NO:3' is being interpreted as reading on art the term is being interpreted as reading on art where the 5' UTR is partially deleted either 
at the 5' end of the UTR, the 3' end of the UTR or from the middle. And where SEQ ID NO:3 is not described either way, or particularly 
where the sequence comprising 'SEQ ED NO:3, a fragment thereof, or a complement of either' is being interpreted as reading on art 
where the full length 5' UTR is present in the nucleotide construct. 

Claims 1-27 lack novelty under PCT Article 33(2) as being anticipated by Forsythe et al. (Molecular and Cellular Biology 
1996, vol. 16, no. 9, p. 4604-4613). Forsythe teaches a method of analyzing the effect of hypoxia inducible factor on the expression of 
VEGF (Abstract). 

With regard to claims 1-10 and 14, Forsythe teaches a variety of nucleic acid constructs and nucleic acids that comprise a 
nucleic acid encoding a reporter polypeptide, wherein the nucleic acid sequence encoding a reporter polypeptide is operably linked to a 
NeRP, said NeRP (SEQ ID NO:4) is operably linked to a PTCRE (wherein said PTCRE is not SEQ ID NO:3), and expression of said 
reporter polypeptide is capable of being modulated relative to in an absence of said NeRP (Figure 1 A, where a variety of constructs 
— comp ri si ng de l etions of the 5' U T R, an d therefore i n the absen c e of SF , o TDN O.-3 ; see also P . 4605, col. 1, Wrta- p i^miH constructs' 
Form PCT/IS A/23 7 (Supplemental Box) (April 2005) 
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heading, where the UTR is linked to luciferase reporter gene). 

With regard to claims 1 1 - 1 3 and 1 5-2 1 , Forsythe teaches a reporter construct wherein said VEGF 5' UTR is in an absence of 
SEQ ID NO:4 and contains an iniron (Figure 1 A, where a variety of constructs comprising deletions of the 5' UTR, and therefore in the 
absence of SEQ ID NO:4; see also p. 4605, col. 1 , 'reporter plasmid constructs' heading, where the UTR is linked either to VEGF ORF or 
luciferase reporter gene), wherein these constructs produce polypeptides (see also p. 4605, col. 1, 'reporter plasmid constructs' heading, 
where the UTR is linked either to VEGF ORF or luciferase reporter gene), and are produced in vitro (p. 4605, where the constructs are 
produced in vitro, see 'transient expression assays' heading). 

With regard to claims 22-24, Forsythe teaches a nucleic acid molecule that comprises 95-99% sequence identity with a nucleic 
acid molecule of SEQ ID NO:3, a fragment thereof or a complement of either, consists of SEQ ID NO:3 or a fragment or complement 
thereof, or consists of a nucleic acid linked to a reporter polypeptide wherein the nucleic acid sequence consists of SEQ ID NO:3 (Figure 
1 A, where a variety of constructs comprising deletions and full length versions, see Kpnl of the 5' UTR, and therefore comprising SEQ 
IDNO:3). 

With regard to claims 23-27, Forsythe teaches a nucleic acid molecule that comprises 95-99% sequence identity with a nucleic 
acid molecule of SEQ ID NO;4, a fragment thereof or a complement of either, consists of SEQ ID NO:4 or a fragment or complement 
thereof, or consists of a nucleic acid linked to a reporter polypeptide wherein the nucleic acid sequence consists of SEQ ID NO:4 (Figure 
1 A, where a variety of constructs comprising deletions and full length versions, see Kpnl of the 5' UTR, and therefore comprising SEQ 
©NO:4). 



Claims 22-27 lack novelty under PCT Article 33(2) as being anticipated by Kamiya et al. (US P; 
specific nucleotide sequences of VEGF 3' and 5' UTR regions (Table I, col. 10). 

With regard to claims 22-24, Kamiya teaches a nucleic acid molecule that comprises 9 
acid molecule of SEQ ID NO:3, a fragment thereof or a complement of either, consists of SEQ 



a reporter polypeptide wherein the nucleic acid sequence consists of SEQ IDNO:3 (Table 



thereof, or consists of a nucleic acid linked 
1 , col. 10, see sequence alignment below). 

Qy 1 TCCAGAGAGAAGTCGAGGAAGAGAGAGACGGGGTCAGAGAGAGCGCGCGGGCGTGCGAGC 60 

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ! 1 1 1 1 1 1 1 1 1 1 1 



61 AGCGAAAGCGACAGGGGCAAAGTGAGTGACCTGCTTTTGGGGGTCACCGCCGCAGCGCGG 120 

iiiiiiiiiiiiiiiiiiiiiiiiiiimiiiiiiiiiiiiiiiiiiiiiiiiiimi 

3 9 7 AGCGAAAGCGACAGGGGCAAACTGAGTGACCTGCTTTTGGGGGTGACC3CCGGAGCGCGC 
121 CGTGAGCCCTCCCCCTTGGGATCCCGCAGCTGACCAGTCGCGCTGACGGACAGACA3ACA 180 

iimmiiimmiiiimmiiiiimmimiimiimiiimr 

457 CGTGAGCCCTCCCCCTTGGGATCCCGCAGCTGACCAGTCGCGCTGACGGACAGACAGACA 5 
GACACCGCCCCCAGCCCCAGCTACCACCTCCTCCCCGGCCGGCGGCGGACAGTGGACGCG 

'iiiiiiiiiimiiiiiiiiiiiiiiiiimimmiiiiiimimmi.. 

GACACCGCCCCCAGCCCCAGCTACCACCTCCTCCCCGGCC3GCGGCGGACAGTGGACGCG 
GCGGCGAGCCGCGGGCAGGGGCCGGAGCCCGCGCCCGGAGGCGGGGTGGAGGGGGTCGGG 

'iniiiiiiimiiiiiiiiiiiiiiiiimiiiiiiiiiiiiimiiiiiiii.. 

GCGGCGAGCCGCGGGCAGGGGCCGGAGCCCGCGCCCGGAG3CGGGGTGGAGGGGGTCGGG 
GCTCGCGGCGTCGCACTGAAACTTTTCGTCCAACTTCTGGGCTGTTCTCGCTTCGGAGGA 

■milium iiMiiimiiiimmiiiiiiiiiimiimm;: 

GCTCGCGGCGTCGCACTGAAACTTTTCGTCCAACTTCTGG3CTGTTCTCGCTTCGGAGGA 
GCCGTGGTCCGCGCGGGGGAAGCCGAGCCGAGC3GAGCCGCGAGAAGTGCTAGCTCGGGC 420 

' 1 1 1 1 1 m Ml in 1 1 1 1 1 1 in m 1 1 1 III ill m ill 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 r. . 

GCCGTGGTCCGCGCGGGGGAAGCCGAGCCGAGCGGAGCCGCGAGAAGTGCTAGCTCGGGC 75S 
L CGGGAGGAGCCGCAGCCGGAGGAGGGGGAGGAGGAAGAAGAGAAGGAAGAGGAGAGGGGG 

'illinium 1 1 1 1 1 1 1 1 1 1 1 1 m m 1 1 1 1 1 1 1 1 m 1 1 m 1 1 1 1 1 1 : . 

757 CGGGAGGAGCCGCAGCCGGAGGAGGGGGAGGAGGAAGAAGAGAAGGAAGAGGAGAGGGGG 



81 CCGCAGTG3CGAC 



GCAGTGGCGACTCGGCGCTCGGAAGCCGGGC ^ 1 1 1 1 1 'ji 111 1 i I 1 I I I 1 I I I 1 I 
GCAGACAGTGCTCCAGCCGCGCGCGCTCCCCAGGCCCTGGCCCGGGCCTCGGGCCGGGGA 

MiiiimiiMimmiiiiiiiiiiiimiinmmimmmiiiii 

GCAGACAGTGCTCCAGCCGCGCGCGCTCCCCAG3CCCTGG3CCGGGCCTCGGGCCGGGGA 
GGAAGAGTAGCTCGCCSAGGCGCCGAGi CCACAGCCCGAGCCGGAGA 

iiiiiimmiiiiiiiiiiiiiiiiiiiiiMiiiiiiiiiiiiiiiiiiiiniii 

GGAAGAGTAGCTCGCC3AGGCGC(_3ri~ 3 WGCCGGAGA 



nt 6,057,437; May 2000) teach the 



•99% sequence identity with a nucleic 
NO:3 or a fragment or complement 



SGTGTGC 54 d 
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Db 997 GGGAGCGCGAGCCGCGCCGGCCCCGGTCGGGCCTCCGAAACC 1038 

With regard to claims 23-27, Kaniiya teaches a nucleic acid molecule that comprises 95-99% sequence identity with a nucleic 
acid molecule of SEQ H> NO:4, a fragment thereof or a complement of either, consists of SEQ ID NO:4 or a fragment or complement 
thereof, or consists of a nucleic acid linked to a reporter polypeptide wherein the nucleic acid sequence consists of SEQ ID NO:4 (Table 
1, col. 10, see sequence alignment below). 



Qy 

Db 




TCGCGGAGGCTTGGGGCAGCCGGGTAGCTCGGAGGTCGTGGCGCTG3GGGCTAGCACCAG 

iimiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiiimiimiiiiiimmii 

TCGCGGAGGCTTGGGGCAGCCGGGTAGCTCGGAGGTC3TC-GCGCTG3GGGCTAGCACCAG 




Qy 


61 
61 


CGCTCTGTCGGGAGGCGCAGCGGTTAGGTGGACCGGTCAGCGGACTCACCGGCCAGGGCG 
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ! 1 1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 ! 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 
CGCTCTGTCGGGAGGCGCAGCGGTTAGGTGGACCGGTCAGCGGACTCACCGGCCAGGGCG 


120 


Qy 

Db 


121 
121 


CTCGGTGCTGGAATTTGATATTCATTGATCCC-GGTTTTATCCCTCTTCTTTTTTCTTAAA 

IIIIIIIIIIIIIMillllllimiiilllllllllllllilllMMllllMIIII 

CTCGGTGCTGGAATTTGATATTCATTGATCCGGGTTTTATCCCTCTTCTTTTTTCTTAAA 


180 
180 


Qy 


181 


CATTTlTTTTTAAAACTGTArrGTTTCTCGTTTTAATTTATTTTTGCTTGCCATTCCCCA 
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 I 1 1 I I I 
CATTTTTTTTTAAAACTGTATTGTTTCTCGTTTTAATTTATTTTTGCrTGCCATTCCCCA 


240 
240 


Qy 


241 
241 


CTTGAATCGGGCCGACGGCTTGGGGAGATTGCTCTACTTCCCCAAATCACTGTGGATTTT 

imimmiiiimiiiimiiiiimiiimiiiiiiiimiimiim 

CTTGAATCGGGCCGACGGCTTGGGGAGATTGCTCTACTTCCCCAAATCACTGTGGATTTT 


300 


Qy 


301 
301 


GGAAACCAGCAGAAAGAGGAAAGAGGTAGCAAGAGC 336 
lllllllllllillllllllllllllllllllllll 
GGAAACCAGCAGAAA3AGGAAAGAGGTAGCAAGAGC 3 3 6 





Claims 1-27 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed can 
be made or used in industry. 
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